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(1) Real Party in Interest

A statement identifying the real pafty in interest is contained in the brief.

2) Related Appeals and Interferences
A statement identifying the related appeals.and interferences which will directly affect or
be directly affected by or have a bearing on the decision in the pending appeal is contained in the

brief.

3) Status of Claims

The statement of the status of the claims contained in the brief is correct.

(4) Status of Amendments After Final
The appellant's statement of the status of amendments after final rejection contained in
the brief is correct.

The amendment after final rejection filed on Septembér 3, 2004 has been entered.

(5) Summary of Invention

The summary of invention contained in the brief'is correct.

(6) Issues

The appellant’s statement of the issues in the brief is correct.
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The rejection under 35 U.S.C. 112, second paragraph is hereby withdrawn in view of the
amendment to claim 68.

Regarding the provisional obviousness-type double patenting rejection over claims 68-98
of copending application 10/042,203, it was indicated in the Interview Summary/(May 6,2004)
that “if the ODP is the only rejection 'left and the other application is not issued, the rejection will

be reconsidered favorably”.

(7) Grouping of Claims
Appellant's brief includes a statement that claims 68, 74, 80, 81, 87 and 93 do not stand

or fall together and provides reasons as set forth in 37 CFR 1.192(c)(7) and (c)(8).

(7] Claims Appealed

The éopy of the appealed ’c}aims contained in the Appendix to the brief is correct.

the: Appendix B correctly lists the appealed claims, however, does not contain a
complete listing of all of the claims in the application, ir;cluding those that have been previously
cancelled. Accordingly, a complete Hsting of all claims is correctly writtén in the Appendix to

the Examiner's Answer.

o) Prior Art of Record

WO 99/32463 Miller : 7-1999
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(10)  Grounds of Rejection

The following ground(s) of rejection are applicable to the appealed claims:

1. Claims 74, 80, 81, 87 and 93 are rejected under 35 U.S.C. 112, first paragraph, because
the specification, while being enabling for the treatment of carcinoma of colon, does not-
reasonably provide enablement for all other diseases mediated by RAF kinase. The specification
does not enable any person skilled in the art tb which it pertains, or with which it is rﬁost nearly
connected, to use the invention commensurate in scope with these claims.

The instant claims are drawn to the treatment of ‘disease mediated by RAF kinase’ and -
according to the specification, the compounds are usefﬁl in the ﬁeatment of tumors and/or
cancerous cell growth mediated by RAF kinase, see specification page 2, lines 5-17. Further, the
specification discloses several types of cancers, e.g., solid cancers, myeloid disorders, adenomas. - )
First, the inst_ant clainﬁ cover ‘diseases’ that are known to exist and t.hos‘e that may be discovered
in the future, for which there is no enablement provided. Further, no compound has ever been
‘ found to treat cancers of all types generally. Since this assertion is contrary to what is known in
medicine, proc.)f must be provided that this revolutionary assertion has Amerits. The existence of
such a “silver bullet” is cbntrary to our present understanding of oncology. Cecil Textbook of
Medicine states that “each specific type has unique biologic and clinical features that must be
appreciated for proper diagnosis, treatment and study” (see the enclosed article, page 1004).
Different types of cancers affect different organs and have different methods of growth and harm
to the body. Also see In re Buting, 163 USPQ 689 (CCPA 1969), wherein “evidence involving a.

single compound and two types of cancer, was held insufficient to establish the utility of the
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claims directed to disparate types of cancers’. Thus, it is beyond the skill of oncologists today to

get an agent to be effective against caﬁcers and/or diseases mediated by RAF kinase in general.
In evaluating the enablement question, several factors are to be considered. Note In re

Wands, 8 USPQ2d 1400 and Ex parte Forman, 230 USPQ -546. .The factors include: 1)-The

nature of the invention, 2) the state of the pﬁor art, 3) the prediétability or lack thereof in the

art, 4) the amount of direction or guidance present, 5) the presence or absence of working

examples, 6) the breadth of the claims, and 7) the quantity of experimentation needed.

1) The nature of the invention: Therapeutic use of the compounds in treating se;/eral types of

4 éancers, which include solid cancers, myeloid disorders, adenomas, etc. |

2) The state of the prior art: There are no known coﬁlpounds of similar structure, which have

been demonstrated to treat all tYpes of cancers.

E?) The predictability or lack thereof in the art: Applicants héve not provided any competent

evidence or disclosed tests that are highly predictive for the pharmaceutical use of the instant

compounds. Pharmacological gcﬁvity in general is a very unpredictablé area. Note that in cases

involving- physiological activity such as the instant case, “the scope of enablement obviously

varies inversely Witfl the degree of unpredictability of the factors involved”. See In re Fisher,

| 427 F.2d 833, 839, 166 USPQ 18, ;24 (CCPA 1970).

4) The amount of direction or guidance present and 5) the presence or absence of working

examples: There are no doses present to diréct one to protect a potential host from the disorders

embraced by the instant claims nor there aré doses given for the treatment of the disorders

recited. The specification provides assays (see pages 94-96) to test thé compounds in vitro and

discloses that the compounds exhibit RAF kinase inhibitory properties. However, there is no
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demonstrated correlation that the tests and results apply to all of the disorders embraced by the
instant claims.
6) The breadth of the claims:_ The instant claims embrace the treatment of all diseases mediated
Ey RAF kinase. See 1;1 re Vaeck, 947 F.2d 488, 495, 20 USPQ2d 1438, 1444 (Fed. Cir. 1991).
7) The quantity of experimentation needed would be an undue burden to one skilled in the
pharméceutical arts since there is inadequate guidance given to the skilled értisan, regarding the
pharmaceutical use, for the reasons stated above. |

Thus, factors such as “sufficient working examples™, “‘the level of skill in,thel art"’ and
“predictability”, etc. have been demonstrated to be sufficiently lacking .in the use of the
invention. In view of the breadth of the claim, the chemical nature of the invention, the
unpredictability of ligand-receptor interactions in general, and the lack of working examples .
regarding the activity of the claimed compounds, one having ordinary skill in the art would have
to undergo an undue amount of experimentation to use the invention commensurate in scope

with the claims.

2. Claims 68, 74, 80, 81, 87 and ‘93 are rejected under 35 U.S.C. 103(a) as being
unpatentable over Miller et al., WO 99/32463. The reference teaches a generic group of
compounds which embraces applicant’s instantly claimed compounds. See formulaIin page 7
and corresponding species in pages 15-16 drawn to 5-tert-butyl-2-methoxyphenyl ureas and 5-
trifluoromethyl-2-methoxy-phenyl ureas.- The compounds are taught to be useful as
pharmaceutical therapeutic agents for the treatment of diseases including cancer, see page 6-7.

The claims differ from the reference by reciting a specific species and/or a more limited genus
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than the reference. However, it would have been obvious to one having ordinary skill in the art
at the time of the invention to select any of the species of the genus taught by the reference,
including those instantly claimed, because the skilled chemist would have the reasonable
expectétidn that any of the species of the genus would have similar properties and, thus, the same -
~ use as taught for the genus as a whole i.e., as pharmaceutical therapeutic agents. One of ordinary
skill in the art would have been motivated to select the claimed compounds from the genus in the
reference since such éompounds would have been suggested by the reference as a whole. I; has |
* been held that a prior art disclosed genus -of useful compounds is sufficient to render prima. facie
obvious a species falling within a genus. In re Susi, 440 F.2d 442, 169 USPQ 423, 425 (CCPA
1971), followed by the Federal Circuit in Merck & Co. v. Biocraft Laboraiories, 847 F.2d 804,

10 USPQ 2d 1843, 1846 (Fed. Cir. 1989).

3. Claims 68, 74, 80, 81, 87 and 93 are provisionally rejected under the jﬁdicially created
doctrine of bbviousness-type doui:lg patenting as being unpatentable over claims 1-67 (or
currently pending) of copending Application No. 10/042,203. Although the conflicting claims
are not identical, they are not patentably distim’:t from each other becauée the instantly clairﬁed -
compounds are substantially embraced by the referencé claims. The reference disclosed urea
compounds that are useful as therapeutic agents. One of ordinary skill fn the art would have

. been motivated to select the claimed compounds from the genus in the reference since such
compounds would have been suggested by the reference as a-whole because the skilled artisan .
would have had reasonable expectation that any of the compounds would have had the same use

taught for the genus as a whole.
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This is a provisional obviousness-type double patenting-rejection because the conflicting

claims have not in fact been patented.

(11) Response to Argument
Claim Rejections - 35 U.S.C. 112

Appellant’s arguments have been fully considered but they were not deemed to be
persuasive. Appellant first a§serts that ‘the specification provides a number of publications that
have correlated the inhibition of RAF kinase with the inhibition of the growth of a variety of
tumor types’. However, contrary to applicant’s assertion, the state of the art references do not
establish a therapeutic method for the treatment of cancerous cell growth mediated by RAF
kinase gér_lerally. Seee. g., Kolch (Nature 1991) provides that RAF-1 inhibitors blocked
proliferation of specific oncogenes. Monia (Nat. Med. 1996) also provided a role of RAF kinase
in the development of specific types of malignancies. None of the state of the art references of
record expressed a single therapeutic ai)proach for treating cancerous cell growth generally by
administering a single class of compounds. Further, the state of the art is not indicative of the
fact that treatment of all types of cancerous cell growth or solid cancers mediated by RAF kinase
is conventional or well known. The cited references are too speculative. The references are
specific with respect to limited types of cancerous growth or malignancy.

Api)ellant argues that ‘no evidence has been presented to refute the ﬁndings or
conclusions made in the publications’. However, as explained above, the findings-and
conclusions in the cited publications with respect to inhibition of RAF kinase and the application

of such activity for specific types of cancerous growth'. The instant claims, on the other hand, are
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drawn to several types of cancers affecting different organs and having different methods of
growth or harm to the body, and different vulnerabilities. The development of the most
efficacious strategy for the treatment of cancers is based on understanding the underlyihg
mechanisms of carcinogenesis. This includes the knowledge that the carcinogenié process is-a -
multi-step, multi-mechanism process and that no two cancers are alike, in spite of some apparent

| universal characteristics, such as their inz;bility to have growth control, to terminally
differentiate, to époptose abnormaily and to have an appareht extended or immortalized life span.
Since tumor promotion phase involves'ﬁaultiple mechanisms, there is no existence of a single - -
therapeutic approach. The instant claims recite ‘solid cancers, carcinomas, myeloid disorders or
adenomas’ as the cancers ‘mediated by RAF kinase’, however, the art does not identify asingle
class of compounds that can treat all these types of cancers genéfally.

Further, one skilled in the art of cancer therapy recognizes that there are corr‘lplex
interactions between individual genetic, developmental state, sex, dietary, environmeﬁtal, drug,
and lifestyle factors that contribute to the éarcinogenié process, making it even more challenging
to have a single therapeutic agent for the treatment of diverse cancers. For example, breast
cancer is quite different from liver cancer and even not all breast cancers are identical to each
other. Rigorously planned and executed clinical trials, incorporating measurément of apﬁropriate
biomarkers and ph_artﬁacodynamic endpoints are criticél for selecting the optimal dose and

- schedule. A detailed understanding of the molecular mode of action of the RAF kinase inhibitors
alongside the elucidation of the molecular pathology of individual cancers is required to identify ‘
tumor types and individual patients that may benefit most from treatment. It is also important to

construct a pharmacologic audit trail linking molecular biomarkers and pharmacokinetic and



Application/Control Number: 09/993,647 o - Page 10
Art Unit: 1624

pharmacodynamic parameters to tumor response endpoints. There are cancers where the sl;ﬂl
level is high and there are multiple successful chemotherapeutic treatments. In many, many
cancers, however, there is no chemotherapy whatsoever available. This establishes the
difficulties involved in the treatment of cancers. The various references. of record have been .
fully considered, however, it is maintained that appellants have not provided sufficient test
assays or data to support the method of treatment commensurate in scope with the claims, as of
* the filing date of the application.

Appellaﬂts next direct attention to specification pages-10-14 and argue that ‘it would at
most involve routine experimentation for one of ordinary skill in the art to treat any one of the
recited cancers with a compound of the invention’. However, the specification does not enable

“any physician skilled in the art of medicine, to use the compound of the invention commensurate
in scope with the claims. The specification broadly describes administration procedures and
ranges of dosage regimen, however, it is indicated that the method of administration and/or the
dose levels depend on a number of factors, which have to be evaluated by one of ordinary skill in
the art. These factors include a) determining which of the claimed compounds would treat any
particular claimed disease; b) synthesize the compound; c¢) formulate into a suitable dosage form
depending the type of administration method; and d) conduct clinical trials or test the compound
in an assay known to be correlated to clinical efficacy of such treatment. The specification pages
94-96 provide assays to determine the activity of the compounds, however, appellants have not
asserted that it is art recognized that the assays are correlated to é‘linica] cfﬁcacyv‘."f?r treatment of '
all types of cancerous cell growth mediated by RAF kinase. There is no workmg example of

treatment of any disease in man or animal. The state of the clinical arts in does not provide any
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4chemotherapeutic agent which effective against cancers in general or those mediated by RAF
‘kinase. There is no known chemotherapeutic drug which would target and destroy only cancer
cells without adverse effects or toxicities on normal ce'lls..

Appellants cite several case laws and argue that:the enablement requirement is satisfied.
This is not seen to be the case. For example, contrary to what appellants urge by citing In re
Marzocchi,169 USPQ 367, the examiner has provided both reasoning including the nature of the
invention which is directed fo an unpredictable art, citation of case law as well as relevant
publication to .support the reason for the rej ectiqn. . Appellants have not identified any-state of the
art references that clearly establish cbrrelation between thg aésays employed in the specification
and clinical efficacy for the treatment of the claimed diseases. Where the utility is unusual or
difficult to treat or speculative, the examiner has authority toArequire evidence that tests relicd on .
are reasonably predictive of in vi;vo efficacy by those skilled in the art. See for example /n re -
Ruskin 148 USPQ 221; Ex parte Jovanovics 211 USPQ 907.

Appellants cite In re Brana and argue that ‘the specification provides in vitro a.nd in vivo
assays (in pagés 94-96) based on which one of ordinary skill in the art can determiﬁe the activity
of each of the claimed compounds in treating various cancers. Appellant’s reliance on the Brana
decision is erroneous since the facts were different in more than one respect from the instant
“case. Compounds on appeal werle of a much narrower scope and there were no method claiﬁls. N
Said compounds were similar in structure to compounds displaying iz vivo anti-tumor activity-
based on art-recognized in vivo tests and also tested favorably in an in vivo test. Thus, contrary to. -

Brana it is not evident that at the time of appellant’s effective filing that RAF kinase inhibitors
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having such a diversity of susbtituents on analogous urea compounds are well known for treating
cancers urged treatable based simply on assay testing relied on herein.

Based on the fact situation of the instant application, /n re Buting, 163 USPQ 689 (CCPA
1969) (cited in the previous office actions) is on point and more applicable to the instant claimé o
Wherein ‘evidence involving a single compound and two types of cancer, was held insufficient to .
establish the utility of the.clairns directed to dispérate types of cancers. The judgés m t‘hat‘ case
indicated that “We are not aware of an).' -reputable authority which would acce;ﬁt appellant's two
clinical cases as establishing utility for treatment of cancer in humans. As was pointed out in |
Brenner v. Mansoﬁ, 148 USPQ 689, a process to .be patentable must produce a useful result and
be of substantial utility not merely. of scientific interest or for further testing. In this case further
tésting seems neéessary”. |

In summary, appellants have not provided_an.y‘ e\-/idence of recdrd that the instantly
claimed compounds can effectively be used in the treatment of all types of cancers mediated by
RAF kinase and therefore, it is maintained that one having ordinary skill in the art would have to
undergo an undue .alrflount of expéﬁmentatién to use the inVénfioh commensurate in scope with

the claims..

_ Claim R_ejeciions - 35USC§103
Appellant’s arguments have been fully considered but they were not deemed to be
persuasive. Appellant first argues that the method claims are not obvious over Miller et al.,, WO
99/32463 because the method claims recite treatment of a cancerous c¢11 growth mediated by

RAF kinase as compared to the reference which deals with treatment of p38-mediated disease
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states. This is not found to be persuasive because Miller reference clearly teaches the use of
diphenyl urea compounds in the treatment of various diseases (see starting in page 6) including
cancer, lymphoid malignancies, etc. (see page 7) which are the same diseases intended by the
instantly claimed methods, see claims 80, 81, 87 and 93. Thus, the reference teaches the
admini_st'ratbn of the.same comi)ounds to the same patient population. Applicant argues that the
reference does not provide treatment of cancerous cell growth mediated by RAF kinase. This is
not found to 5&: persuasive because as explained above, Miller et al., lists therapeutic uses of the
compounds in treatment various diseases including cancer. Therefore, the reference inherently- -
teaches the instantly recited activity or mode of action of inhibition of RAF kinase activity. The
instant claims recite a mode of action of RAF kinase activity, which is a property inherently
possessed by the compounds of the reference.- This 'biological property is inherently possessed
by the reference cofnpounds particularly because the compounds are used in the same therapeutic
applications as recited in the instant claims. The properties possessed by the compounds,
whether explicitly or inherently, can not be separated from the compounds itself.

Appellant further argues that the reference does not pro;/ide any direction to make the
selections necessary to arrive at the claimed coﬁlpounds. This is not foungl to be persuasive
because the reference clearly teaches the genus encompassing the claimed species and further
expressly provides compounds tl;nét are structurally analogous to the claimed compounds. The

reference (WO 99/32464) teaches a generic group of compounds represented by formula I:

1

B-NH

NH-A



Application/Control Number: 09/993,647. . Page 14
Art Unit: 1624

wherein A 1s

and B is phenyl substituted by —Q-Ar wherein Q is —O-, etc. and Ar is 5-10 membered aromatic
structure having 0-2 ring members as heteroatoms, which aromatic structure is.optionally
substituted by Z,, wherein Z is -OR’, -C(O)NR'R’, etc. and n1 is 0-3 (see pages 7-9). The
reference further teaches many species falling within the above genlis, see e.g., the compoun;l N-
(5-Triﬂuoromethyl-2-methoxyphenyl)-N’-(4-(3-(N -methylaminocarbonyl)-
phenyloxy)phenyl)urea (page 16>, lines 6-7). The structural formula of the compound is depicted

below for convenience: '
CF3

MeNH— C : ' OMe

o=

Further, the reference discloses several ofher compounds that are structurally analogous, see the
compounds in Table 1. See for example, compound 34 in page 73, which differs from the
instantly claimed compound of N-(S?tert-butyl-2-methoxypheny1)-N’-(4-(4-méthoxy-3-(N -
methylcarbamoyl)phenoxy)phenyl)urea, (the first compound in claim 64) by the —C(=O)—NHMe

substituent on the terminal phenyl group.
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Claimed compound: Reference compound 34:

t-Bu t~Bu

MeNH—C

eyt KE "‘°@P(>w@-w@

Similarly, the second claimed cqmpound is structurally analogous to cbrhpound 101 (page 79) of
the ¥eference. The reference clearly provides that thé aromatic ring (i.e., phenyl, pyridinyl, etc.)
can be substituted by Z,; wherein nl is 0 to 3 and Z definition includes ~C(O)NR'R’ wherein R”
is H, alkyi, etc. see page 9, lines-1-9. Further, the reference also provides a compound wherein -
the phenyl is substituted by —C(O)NHMe groﬁp, see page 16, lines 6-7 (structure depicted
above). Therefore, contrary to appellant’s arguments, the reference clearly teaches compounds
that are structurally analogous to the instantly claiméd con?pounds and thus, the reference
provides sufficient motivation to one of ordinary skill in the art to prepare compounds having the
N-methylcarbamoyl substituent.

Appellants cite In re Baird and argue that the genus of the reference is not sufficient to
establish a prima facie case of obviogsness for a species thereof. This is not founci to be |
persuasive because the decisipn in Baird was based on a very large genus encompassing millions
of compounds vs. a s_mall number of claifned s‘pecies, “[A] disclosure of millions of compounds
does not render obvious a claim to three compounds, particularly when that disclosure inzlicates a
preference leading away from the claimed compounds.” 29 USPQ2d 1552. While the instant
case involves a genus, the reference also discloses several compounds that are strué;turally- -
analogous to the reference compounds, of which at least three are compared to applicant’s

claimed compounds (see the discussion above). .Thus, the reference teaches structurally
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analogous compounds which are disclosed to be useful as therapeutic agents. Therefore,
motivation exists to prepare other structurally analogous compounds from the prior art disclosed
" genus. Su;:h struc;,tural anaiogs of the reference compounds would have been obvious to one of
ordinary skill in the art because the skilled chemist would have had the reasonable expectation of :
obtaining compounds having similar properties, i.e., pharmaceutical therapeutic.agents.
Reference must be considered, under 35 U.S.C. 103, not only for what it expressly teaches but
also for What it faifly suggests; all disclosures of prior art, including unpreferred embodiments,
must be considered in determining obviousness. In re Burckel; 201 USPQ 67 (CCPA 1979). -
Appellants cite In re Jones to overcome the obviousness rejection. However, Jones dealt
with the obviousness of a particular claimed émmonium salt based on a generic teaching of
“substituted ammonium salts” with no Markush recitgtion for particular moiety, aminoethoxy
ethanol, the salt on appeal. Secondary references applied in Jones were deemed not properly
combinable with the generic disclosure in the primary reference since the references wére not a11 :
from the same art area. Unlike the situation in Jones, the instantly claimed compounds are
expréssly taught in a single reference (Miller), which generically discloses all the elements of the
instantly claimed species. Further, the instantly claimed species vafy from the reference : |
disclosed compbunds only by a single ring substituent (-C(O)NHMe) which is aiso specifically
-taﬁght for the reference compounds. Thus, the reference érovides sufficient motivétion for the
ordinary artisan fo moldify the reference compounds to arrive at the instantly claimed compounds
because one of ordinary skill in the art only needs to make one change to the reference disclosed

compound to arrive at the instantly claimed compound.
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Appellant argues that ‘nothing in the reference’s general disclosure sﬁ_ggests that
compounds 34 and 101 should be modified as requlred to arrive at the claimed compounds’.
Contrary to thls argument as explained above, the reference clearly teaches 0 to 3 substltuents
on the ring which include hydrogen, methoxy, methyl, chloro, phenoxy, N-methylcarbamoyl, B '
etc., thus providing the equivalence of these groups. Thus, the reference clearly provides
motivation to one of ordinary skill in adding a substituent to the expressly disclosed reference -

- compound. | |

It is to be noted that rejection under 35U.S.C. 103 is proper where-the subject matter-
claimed “is not identically disclosed or described” in the prior art,vand the prior art directs those
skilled in the art to the compounds, w1thout any need for plckmg, choosing, and combmmg
various dlsclosures See In re Shaumann et al., 572 F.2d 312, 315, 316, 197 USPQ 5 8, (CCPA ‘
1978). Where the specific compound falls within the ambit of a “very limited number of
compounds”, the fact that a sf)eciﬁc embodiment is taught to be preferred is not controlling,
since all disclosures of the prior art, including unpreferred embodiments, must be considered.”
In re Lamberti, 545 F.2d 747,750, 192 USPQ 278, 280 (CCPA 1976). “The question under 35
U.S.C. 103 ig not merely what the reference expreésly teaches but what it would have suggested
to one of ordinary skill in the art at the time the invention was made.”

“Structural relationship; provide> the requisite motiyation or suggestion to modify known
compounds to obtain new compounds.” See In reiDuel, 51 F.3d at 1558, 34 USPQ2d at 1214.
The closer the physical and chemical similarities between the claimed species or subgenus and
any exemplary species or subgenus disclosed in the prior art, the greatér the expectation that the

claimed subject matter will function in an equivalent manner to the genus. See In re Dillon, 919
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F.2d at 696, 16 USPQ2d at 1904. “An obviousness rejection based on similarity in chemical
structure and function entails the motivation of one skilled in the art to make a claimed

compound, in the expectation that compounds similar in structure will have similar properties.”

In re Payne, 606 F.2d 303, 313, 203 USPQ 245, 254 (CCPA 1979).

Double Patenting
The-provisional rejection of claims 68, 74, 80, ’81, 87 and 93 under judicially created ‘
doctrine of obviousness-type double patenting dver claims 68-98 of copending application No.’
10/042,203 is maintained for the reasons of record. Appellants did not present any arguments for
this rej ec_tion. Api)ellants do not traverse this rejection but rather request it to be held in
abeyance until the case is in otherwise in condition for allowance. However, the rejection must
still be maintained pending the outcome of the instant appeal and/or the allowaﬁce of the

copending case, which is currently under a final rejection.

For the above reasons, it is believed that the rejections should be sustained.
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APPENDIX

Listing of Claims:

Claims 1-67 Canceled.

68. _ A compound selected from
N-(5-tert-butyl-2-methoxyphenyl)-N -(4-(4-methoxy-3-(N-

A methylcarbamoyl)phenoxy)phenyl)urea,
N-(2-methox_y—5—(triﬂuoromethyl)phenyl)-N ’-(4—(2-(N-methylcarbamoyl)-4_»-
pyridyloxy)phenylurea,
N—(4-ch10ro-3-(tn'ﬂuoromethyl)phenyl)—N ’-(4-(2-carbamoyl-4-pyridyloxy)phenyl)urea,
N-(4-chloro-3-(triﬂuoromethyl)phenyl)-N ’-(4-(2-N-methylcarbamoyl)-4-
pyridyloxy)phenyl)urea; and o
N-(2-methoxy-4-chloro-5-(trifluoromethyl)phenyl)-N ’-'(3—(2-N—methy1carbamoyl)-'4-
pyridyloxy)phenyl)urea, |

or a mixture thereof.

Claims 69-73 Canceled.

74. A method for the treatment of a cancerous cell growth mediated by RAF kinase
comprising administering one or more compounds. which are:
N-(5-tert-butyl-2-methoxyphenyl)-N ~(4-(4-methoxy-3-(N-

methylcarbamoyl)phenoxy)phenyl)urea,



N-(2-methoxy-5-(trifluoromethyl)phenyl)-N -(4-(2-(N-methylcarbamoyl)-4-
pyridyloxy)phenyl)urea,

N—(4—chlor§-3—(triﬂuoromethyl)phenyl)—N ’-(4-(2-carbamoyl-4-pyridyloxy)phenyl)urea,
N-(4-chloro-3-(trifluoromethyl)phenyl)-N -(4-(2-N-methylcarbamoyl)-4-
pyridyloxy)phenyl)urea; or -

N—(2-methoxy-4¢chloro-5-(tn'ﬂuoromethyl)phényl) -N ’-(3—(2-N—mcthylcarbar_noyl)-4-

pyridyloxy)phenyl)urea.
Claims 75-79 Canceled.

80. A method as in claim 74 for the treatment of solid cancers.

81. A method as in claim 74 for the treatment of carcinoma, myéloid disorders or adenomas.
Claims 82-86 Canceled.

-87. A method as in claim 74 for the treatment of carcinoma of the lung, pancreas, thyroid,

bladder or colon.
Claims 88-92 Canceled.

93. " A method as in claim 74 for the treatment of myeloid leukemia or villous colon

adenomas.

Claims 94-98 Canceled.
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